WO 2005/045041 PCT/US2004/027404 



1/25 



Figure 1 




(1) FIRST STRAND (2) SECOND STRAND 

MMBHMMAAAT llllllllllllllllfllllllllllllimill — O-R 



DEPROTECTION 



in in iiiiiiiiiiiiiiiiii— O-R 



PURIFICATION 
(DETRITYLATION) 



1 1 1 1 1 1 111 nt ii mil i m i ii t inn in i in 



siRNA DUPLEX 




R 



(1) 



(2) 



= SOLID SUPPORT 

= TERMINAL PROTECTING GROUP 

FOR EXAMPLE: 
DIMETHOXYTRITYL (DMT) 

= CLEAVABLE LINKER 

(FOR EXAMPLE: NUCLEOTIDE SUCCINATE OR 
INVERTED DEOXYABASIC SUCCDSfATE) 

= CLEAVABLE LINKER 

(FOR EXAMPLE: NUCLEOTIDE SUCCINATE OR 
INVERTED DEOXYABASIC SUCCINATE) 



5' 5' 

■ — I I — ■ 




o 



INVERTED DEOXYABASIC SUCCINATE GLYCERYL SUCCINATE LINKAGE 

LINKAGE 



WO 2005/045041 



PCT/US2004/027404 



2/25 



Figure 2 
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Figure 4 
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SENSE STRAND (SEQ ID NO 305) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (N N) 

B-NNNNNNNNNNNNNNNNNNN(NN)-B -3' 
L-(N S N)NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 306) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (N N) 



^ SENSE STRAND (SEQ ID NO 3 07) 

ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-OME EXCEPT POSITIONS (N N) 

5'- NNNNNNNNNNNNNNNNNNN(NgN) -3' 

3'- L-(N S N)NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 308) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 

SENSE STRAND (SEQ ID NO 309) 
ALL PYRIMIDINES = 2'-0-ME OR 2VFLUORO EXCEPT POSITIONS (N N) 



5'- B-NNNNNNNNNNNNNNNNNNN(NN)-B 
3'- L-(N S N) NNNNNNNNNNNNNNNNNNN 

ANTISENSE STRAND (SEQ ID NO 310) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) 
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SENSE STRAND (SEQ ID NO 3 1 1) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 

5'- 



3'- 



B-NNNNNNNNNNNNNNNNNNN(NN)-B -3' 
L-(N S N)NNNNNNNNNNNNNNN NNNN -5' 



ANTISENSE STRAND (SEQ ID NO 308) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2--0-ME EXCEPT POSITIONS (N N) 

SENSE STRAND (SEQ ID NO 3 12) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (NN) 

5'- B-NNNNNNNNNNNNNNNNNNN (NN)-B -3' 

3'- L<NJN) NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 308) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 



SENSE STRAND (SEQ ID NO 3 1 1) 
2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 



ALL PYRIMIDINES 

5- B-N N N N NN N N N N N NN NNNNN N (NN)-B 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN 



-3' 
-5' 



ANTISENSE STRAND (SEQ ID NO 313) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 

POSITIONS (NN) CAN COMPRISE ANY NUCLEOTIDE, SUCH AS DEOXYNUCLEOTIDES 
(eg. THYMIDINE) OR UNIVERSAL BASES 

B = ABASIC, INVERTED ABASIC, INVERTED NUCLEOTIDE OR OTHER TERMINAL CAP 

THAT IS OPTIONALLY PRESENT 
L = GLYCERYL or B THAT IS OPTIONALLY PRESENT 

S = PHOSPHOROTHIOATE ORPHOSPHORODITHIOATE THAT IS OPTIONALLY PRESENT 
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SENSE STRAND (SEQ ID NO 314) 



lower case = 2-O-Methyl or 2'-deoxy-2'-£luoro 
italic lower case — 2'-deoxy-2'-fluoro 
underline = 2'-0-methyl 
ITALIC UPPER CASE = DEOXY 



J 



-3' 
-5' 



5'- B-CAGUGAUGGUGAAAUUCCUr T-B -3' 

3'- L-T S T GUCACUACCACUUUAAGGA -5' 

ANTISENSE STRAND (SEQ ID NO 3 15) 

SENSE STRAND (SEQ ID NO 3 1 6) 

cagttgaMggttgaaattttcci/ T S T 
ly-T s Tg u c a c u a c c a c u u u a a g g a 

ANTISENSE STRAND (SEQ ID NO 317) 

SENSE STRAND (SEQ ID NO 3 18) 

5'- B-c AGuGAuGGuG AA Au u c cuTT-B -3' 

3*- L-T S TG« cAcuAccAcuuuAAGGA -5' }~ 

ANTISENSE STRAND (SEQ ID NO 319) 



SENSE STRAND (SEQ ID NO 320) 

B-cAGuGAuGGuGAAAuuccu TT-B -3' 
L-T S T gu c ac u accacuwMaagga -5' 
ANTISENSE STRAND (SEQ ID NO 317) 

SENSE STRAND (SEQ ID NO 32 1) 

5'- B-cAGaGAaGGaGAAA««cca TT-B -3' 

3'- h-T s Tgu cacuaccacuuuaagga -5' ^* 

ANTISENSE STRAND (SEQ ID NO 317) 



SENSE STRAND (SEQ ID NO 320) 

5'- B- cA GuGAuG GuGAAAuu ecu TT-B -3' 

3'- L-T s TGuc Ac uA ccA cu uuAAGGA -5' 

ANTISENSE STRAND (SEQ ID NO 322) 



B = AB ASIC, INVERTED ABASIC, INVERTED 
NUCLEOTIDE OR OTHER TERMINAL CAP 
THAT IS OPTIONALLY PRESENT 

S = PHOSPHOROTHIOATE OR 

PHOSPHORODITHIOATE OPTIONALLY PRESENT 
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